Supplementary Information

Poloxin-2HT+: Changing the hydrophobic tag of Poloxin-2HT increases Plk1 degradation and apoptosis induction in tumor cells
Under an argon atmosphere, 0.054 g HyT36 (1 eq., 0.12 mmol) were dissolved in 2 mL DMF. 0.014 g sodium azide (0.5 eq., 0.18 mmol) were added. The reaction mixture was stirred for 16 hours. DMF was removed under reduced pressure and the raw product purified with flash chromatography (eluent: 2 % MeOH in DCM) and yielded as an oil. Synthesis of 4 was carried out as described. 3 (E)-4-(Hydroxyimino)-2,5-dimethylcyclohexa-2,5-dien-1-one (6) 4 Synthesis of 6 was carried out as described. 4 (
0.173 g 3 (1 eq., 0.388 mmol), 0.096 g 4 (1 eq., 0.388 mmol) and 0.0097 g (0.1 eq, 0.039 mmol) CuSO4 x 5 H2O were dissolved in THF/H2O (3:1). The reaction mixture was degassed. 0.031 g sodium ascorbate (0.04 eq., 0.18 mmol) were dissolved in water and added to the reaction mixture. It was stirred for 5 h at room temperature. 5 ml NaHCO3 sat. were added. It was extracted with ethyl acetate. The aqueous phase was acidified with 1 M HCl until precipitation started. It was extracted four times with EtOAc. The solvent was evaporated and 0.130 mg raw product 5 were obtained, which was dissolved in 5 ml DCM. 0.028 g 6 (1 eq., 0.187 mmol) and a catalytic amount of DMAP was added. 0.046 g DCC (1.2 eq., 0.224 mmol) were dissolved in 1 ml DCM and added dropwise to the reaction mixture. It was stirred for 16 hours at room temperature. The urea was filtered off and the solvent was removed under reduced pressure.
The crude product was purified by flash chromatography (DCM/acetone, 1:2), yielding 2 as a semi-solid. 
Fluorescence polarization assays
Fluorescence polarization assays were carried out essentially as described. 1 
Western Blot
Western Blots were carried out essentially as described. 1 Primary antibodies were incubated and detected with a secondary antibody swine anti-rabbit HRP (1:3000, Dako, at room temperature for 1 h) and ECL was performed using Western Lightning Plus chemiluminescence reagent (Perkin-Elmer). For visualization, an ImageQuant digital imaging system (GE Healthcare) was used, and ImageJ software (NIH) was used for quantitative analysis. 6 Experiments were carried out at least in triplicate.
Cell viability assay
Cell viability assays were carried out essentially as described. 1 
